Baxjter

May 29, 1997

Docket Numbet 955-0158

Dockets Management Branch (HFA-305)
Food and Drug|Administration

12420 Parklawp Dr. rm. 1-23

Rockville, MD 20857

RE Investigational New Drug Application #6859

Dear Sir/Madam:

. Blood Sub®™ es

Baxter Healthcare Cor*™ tione=="T™  847.270.5300
Route 120 & Wilson R. i Fax: 847.270.5306
Round Lake, linc's 60073-049,

O €N 5 69,

In accordance with 21 CFR §312.54 we are enclosing a copy of the inforrhation that/has been

publicly discloged by the Institutional Review Board (IRB) at Oregon Health Sciencgs

 following dates: The

University, Porjland, OR, concerning research involving an exception to i%formed cgnsent. This

includes an advertisement that ran in the following local newspapers on t
Qregonian on April 30 and May 4; the Vancouver Columbian on May 2 a

d May 4; hnd the

Scanner on May 7 (Attachment 1), and a Community Consult letter that wias sent ouf to select
community memmbers determined by the IRB (Attachment 2). A protocol §ynopsis wis sent to
individuals who requested additional information on the study (Attachmert 3), and alcopy of 21
CFR §50.24 wds sent to individuals who requested additional information|on the regplations
regarding waivgr of informed consent (Attachment 4). In accordance with21 CFR §312.54, this

information is dlso being submitted to the IND file.

Based on information received from the clinical site, the investigator and JRB achievied
community consultation by soliciting oral comments from the community [via an advgrtisement

(Attachment 1){ and by soliciting written, electronic, and oral comments ffom varioys

community members via a Community Consult letter (Attachment 2). A dedicated t¢lephone
line was establighed for callers. Recorded messages of the community inquiries werg sent to the
study coordinatpr. A dedicated telephone line was established for callers. |Recorded|messages of
the community finquiries were sent to the study coordinator. Individuals re questing additional
information abgut the study were sent a copy of the protocol synopsis (Atthchment 3}, and
individuals requesting additional information on the regulations regarding|waiver of jnformed

consent were sent a copy of 21 CFR §50.24 (Attachment 4).
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Sincerely,

Maulik Nanav{
Director Regul

Blood Substitutes Program

r 95S-0158 B

questions concerning this information, please contact me 3t (847)27

/‘)
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™ 8 provided ko
with dhe U4, Food und Drug Adembakstration
0D ey effocrive November 1,1996,

— e~ ~ Attachment 1
v = e ————————
An important message
from the physicians and
emergency medical staff at
Oregon Health Sciences University Hospital
Ogegon Ha]fh Sciences University's fundamental aim is 1o Improve
Oregonlans. Through our three-part mission of healing, teaching and scl

ucates health professionals and blomedical researchers in a
es the functons of paticnt care, community service and blom:

to strict study criteria. These patlcnt# will be men and wom
o are suffering from serious blood loss and are at the greatest

study is made possible in part by new guidelines from the
tration| The guidelines 2flow physicians, under rigorous control, to
tially ving treatments to paticats too il to give thelr consent. U
paticnts with life-threatening conditions who are unable to sign a co.
have a [family member who can sign for them, sdll may be cligible to re
therapies in addition to standard treatménts.

from informed consent” authorized by the FDA.

jumatic injury s the leading cause of death among Americans ag: 1 through 45 years,
neardy 2 million people cvery year. The results of this study wrill help adfance
knowl¢dge about the treatment of severe traumatic injurics.

A hotline has been established at (503) 494-1400 to respond to questions about|this study.

*Brorpeion Brom & d CONSO ¢
for concagenicy research™ alcnsou)

Thix srudy Bas been approved by the Orogon
Heah Scapees Uatversity Lnszinstsonal Revicw Board.
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T P e, 7~ -
e v~ Attdchment 2
Pi’ovidence St. Vincent Medical Center
Quality Management
9#05 SW Barnes|Rd.
Portland, OR 97225
April 26, 1997
Tp Whom It May Concern:

We would appreciate your comments on the following study.

The Oregon Health Sciences University Department of Emergency Mediche, in collaporation with
the Trauma Service, will be starting a new study involving trauma patients in shock due to biopd loss. The
study is made pogsible in part by new guidelines from the Food and Drug Adminisjration. It inyolves the
enroliment of patients with life-threatening conditions in clinical research studies. The guidelings allow
physncuans under|rigorous control to administer new, potentially life-saving treatmgnt to patienfs too ill to
give their consen|

unable to
c@nsent or who do not have a family member who can sign for them, may still be Eligible to

Under the new guidelines, patients with life-threatening conditions who ar

receive
prom|smg trial therapies in addition to standard treatments. We will still make every effort to o{tain

standard consen{ prior to treatment, and the new guidelines will apply only in extrdme circumg
V\Ahen prompt medical attention is crucial and conventional therapy may be inadeqgjpate.

farly 2 million people every year. The results of this study will help advance knowledge abol
of severe traumatic injuries.

ign a

tances

Traumatig injury is the leading cause of death among Americans ages 1 tiprough 45 and affects

t treatment

OHSU e pects to enroll approximately 25 patlents lnto the study Pammp nts will be those who by

'e only the

tc} increase blood pressure and decrease the need for blood transfusions in a nu
including orthopedic surgery, vascular surgery and gastrointestinal surgery. More
r¢celved the drug in these national studies.
; We welcpme your comments regarding this study. A hotline has been est
questions. Pleas¢ call (503) 494-1400 or write to Oregon Health Sciences Univergi
D., Principal Inyestigator, UHN 52, 3181 SW Sam Jackson Park Rd., Portland, (
ay also respont

than 350 p

blished to
ity, Attn. P
DR 97201-
i by E-mail to mcdevitt@ohsu.edu or brunettp@ohsu.edu.

Sincerely,

Colleen McDevitt

Senior Research| Assistant

Patrick Brunett, §
Principal Investig

D
ator

BBIND #6859-010

s alone. Half
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ich reviewg all research
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respond to
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“The Efficacy Trial of Diaspirin Cross-linked Hemoglobin (

Introduction

Death from tra
efforts. Thessd
splutions. Thi
studies utilizin
Ann Surg 213
(Bickell et al. 1

Trauma-relate
According to §

predicts a mortality of 50% in trauma patients presenting with pelvi

liver trauma. F

over 40% in trauma patients with base deficits in excess of 15 mma
3791 trauma gatients also showed a sharp, corresponding rise in mr

20% to 40% o

Protocol Synopsis

Treatment of Severe Traumatic Hemorrhagic Sh
uma frequently results from shock that is refractory t
efforts typically involve rapid infusions of large volur
g small volumes of hypertonic saline-Dextran solutio
482-91), or no volume replacement until definitive s

994, N Eng J Med 331:1105-1109).

d mortality has been correlated with the magnitude o
iegel et al. (Arch Surg 1990, 125:498-508), a base d

Rutherford et al. (J Trauma 1992, 33:417-423) report

ver the base deficit range of 10 to 15 mmol/L.

5 standard of therapy has been brought into questiorj

1

[
>

ttachment 3

03 oFtober 1996

rgical tre

base de
ficit of 1

td a mort
/L. This

The above findings suggest that the current practice of restoring blgod press

through large yolume crystalloid infusion may be suboptimal in trau

shock patients
deficits, are at

Initial DCLHb Hemorrhagic Shock Trial

Tfhe initial pro

pective, randomized, escalating dose clinical trial of

hemorrhagic shock studied the infusion of normal saline (NS) or DJI_Hb in c!

shock patients|within four hours of the shock episode. The trial wag
dose ranges, 50 mL (71 mg/kg), 100 mL (143 mg/kg), and 200 mL

ortality rg

DCLHD in

DCLHb™)) in the
ock”
D resuscitation

nes of crystalloid
by recent clinical
(Mattox let al. 1991,

tment

Ficit.
1.8 mmol/L

fracturei; or blunt

lity rate
study of
tes from

Lire

matic hemorrhagic
. These traumatic shock patients, especially those wjith large |
greatest risk, and warrant being studied with a contre
a low volume pressor/perfusion agent such as DCLHb.

base

blled clinigal trial with

hss [1-1V

divided into three

286 mg/Hdg). Each

dose included ppproximately 40 patients (20 NS, 20 DCLHb). Patignt enrollment for

this clinical tria
(51%) of whom received DCLHb.

No increase in

were observed

more common
adverse event

and findings frg

patients.

was completed in May 1995 with a total population

during the trial. Specifically, renal insufficiency and

rates did not differ in the DCLHb and control groups.

BBIND #6859-010

the rate of complications or toxicities in patients who|received

bf 139 patients, 71

DCLHb
Failure wedre not

in DCLHb-treated patients. Overall mortality rates, gomplicatipbns and

These fipdings,

pm several other DCLHD trials at different doses (753-1200 mls),
suggest that DCLHb infusion will have a favorable risk/benefit profil

¢ in severely injured
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Study Design

This will be a multicenter, randomized, placebo-controlled (normal

Inclusion in th
therapy.

Primary Clinical Benefit Endpoint

s protocol will not interfere with the provision of any s

e Clinically

Secondary Cli
e Clinically

e Clinically
e Clinically

Patient Populatio

The study po
hypoperfusion

mortality and morbidity outcomes in this protocol, 500 to 1000 mL [
control will begin being infused no later than 30 minutes after meet

and within 60

850 patients meeting the following inclusion criteria:
1. Males or females 18 years of age or older

2. Evidence of hemorrhage
3. Tissue hypoxia and cellular hypoperfusion shown by:

Patients will bg

and statistically significant reduction in 28 day morts

hical Benefit Endpoint
and statistically significant reduction in morbidity.

ulation will be a small subset of trauma patients with
despite aggressive pre-hospital therapy. To properl)

minutes of presentation to the emergency departme

e Systolic blood pressure < 90 and pulse > 120 of]
e Systolic blood pressure < 90 and pulse < 60 wit

rhythm (junctional or idioventricular) or,
® Base deficit of 15 mmol/L or worse

saline) sty
tandard frauma

and statistically significant reduction in 48 hour mortglity.
and statistically significant reduction in 24 hour lactgte levels.

> excluded from the study by the following exclusion ¢riteria:

A

—t

lity.

persisten
DCLHb or

in appr

a pre-te

fachment 3

dy.

, severe,
y investigate the

the saline

g the egtry criteria
Ximately

‘minal

1. Age|<18 years

2. Known preghancy

3. Pulseless traumatic arrest during hospitalization

4, Immiinent death precludes resuscitation efforts

5. Isolated head trauma, penetrating or blunt

6. Combined multisystem and head trauma with clinical fincjngs consﬁstent with
significant mass effect (e.g., severe coma, lateralizing signs, posturing, or
pupillary dilatation secondary to uncal herniation)

7. Hospitalization >80 minutes prior to infusion

8. Known objection to the use of blood, blood products

9. Known injury time >4 hours prior to infusion

20f3
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Statistical A
Approximately

from 40% to 30%). A Cox proportional hazards model will be used

impact of DCL

covariables dgcumented as predictors of mortality. Interim monitor

10%, 25%, 50

Safety Monito

)

850 patients will be needed to show a 25% reductio
Hb on mortality while adjusting for demographic and
%, 75% and the final analysis at 100% enroliment of

ring

An independe
Healthcare) w
performed by
concerns aris
addressed.

The consent p
from informed
be utilized bas

feasibility in of

t Data Monitoring Committee (members not affiliate
Il be established by the sponsor. Ongoing safety mq
his committee during the enroliment of study patient

rocedures followed in the protocol will follow 21 CFR

ed on the favorable risk/benefit profile of DCLHb ang
btaining prospective informed consent in this patient

30f3
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50.24“E

nt 3

lity (i.e.,

hine the
tcur at

atients.

kter
ill be

5. If majgr safety
, the study can be amended or put on hold until thege concert

1S are

xception

the freq

bopulation.

ent lack of

Itions will
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)
I)

Sec. 50.24| Exception from informed consent requirements for emerg

(a) The IRB responsible for the review, approval, and continuing 1
investigation described in this section may approve that investigation

licensed physician who is a member of or consultant to the IRB and

Attachm

without r{

'ho is not

informed cpnsent of all research subjects be obtained if the IRB (witf the conct

participating in the clinical investigation) finds and documents each

(1) The human subjects are in a life-threatening situation, availablg
unsatisfactpry, and the collection of valid scientific evidence, which
obtained through randomized placebo-controlled investigations, is nd
safety and effectiveness of particular interventions.

(2) Obtajning informed consent is not feasible because:

(i) The spbjects will not be able to give their informed consent as &
condition;

f the follo
 treatment
may inclug
cessary to

(i1) The intervention under investigation must be administered bef¢re consen

subjects' legally authorized representatives is feasible; and
(iii) There is no reasonable way to identify prospectively the indiv
eligible for| participation in the clinical investigation.

duals likel

(3) Parti¢ipation in the research holds out the prospect of direct begefit to the

(1) Subjects are facing a life-threatening situation that necessitates

(1i) Appropriate animal and other preclinical studies have been con
derived from those studies and related evidence support the potential
provide a direct benefit to the individual subjects; and

(iii) Risks associated with the investigation are reasonable in relati
the medical condition of the potential class of subjects, the risks and

nterventign;

ucted, an|
for the int

bn to whatl
penefits of

if any, and [what is known about the risks and benefits of the propose
(4) The ¢linical investigation could not practicably be carried out

intervent|
ithout the

bnt 4

rency resegrch.

eview of the clinical

pquiring that
irrence of a
otherwise

wing:

S are unproven or
e evidence
determine the

result of their medical

from the
y to become
subjects because:

d the information
brvention to

is known about
standard therapy,
jon or activity.
waiver.

(5) The proposed investigational plan defines the length of the potg¢ntial therapeutic window
based on sgientific evidence, and the investigator has committed to aftempting t

legally authorized representative for each subject within that window,

of time an

asking the legally authorized representative contacted for consent within that wi

proceeding| without consent. The investigator will summarize efforts
authorized representatives and make this information available to the
continuing freview.

made to cd
IRB at the

(6) The IRB has reviewed and approved informed consent procedures and an

document ¢onsistent with Sec. 50.25. These procedures and the infor
to be used with subjects or their legally authorized representatives in
procedures|and documents is feasible. The IRB has reviewed and app
information to be used when providing an opportunity for a family m
subject's participation in the clinical investigation consistent with par
section.

BBIND #6859-010

med conse
Kituations

roved prog
ember to g

horaph (a)

p contact a

d, if feasible, to
ndow rather than
ntact legally
time of

informed consent
ht document are
where use of such
edures and

bject to a

7)(v) of this

Page 6




(7) Additional protections of the rights and welfare of the subjects
at least:
(i) Consultation (including, where appropriate, consultation carrie

representatives of the communities in which the clinical investigation will be ¢

which the subjects will be drawn;

(ii) Public disclosure to the communities in which the clinical inve
and from which the subjects will be drawn, prior to initiation of the g
plans for the investigation and its risks and expected benefits;

(iii) Public disclosure of sufficient information following complet
investigation to apprise the community and researchers of the study,
characteristics of the research population, and its results;

(iv) Establishment of an independent data monitoring committee t
clinical investigation; and

(v) If obtaining informed consent is not feasible and a legally authprized rept

reasonably|available, the investigator has committed, if feasible, to a
the therapeutic window the subject's family member who is not a leg
representative, and asking whether he or she objects to the subject's j

required by
completior
copying by

(d) Protg
must be pe}
device exe
subjects w
required ey
Applicatio
Secs. 312.]

ided to the subject's legally authorized representative or f:

RB determinations required by paragraph (a) of this secti
y paragraph (e) of this section are to be retained by the IRE
1 of the clinical investigation, and the records shall be accq

FDA in accordance with Sec. 56.115(b) of this chapter.

tachment

will be pn

stigation
linical inv

on of the ¢
including

b exercise

[tempting
blly authod
articipatid
't family n
,.

pvided, including,

1 out by the IRB) with

bnducted and from

will be conducted
estigation, of

tlinical
the demographic

oversight of the

resentative is not
[0 contact within
ized

n in the clinical
nembers and make

e to inform, at the earliest

hted, a leg

RB shall

[ a legally
bn and the

ally authorized

ble, a family
tails of th} investigation and

Iso ensure that
d, a legally
jably available, a
r time without
authorized
subject's

ible. If a

»cols involving an exception to the informed consent requ

ho are unable to consent. The submission of those protoco,
ren if an IND for the same drug product or an IDE for the
ns for investigations under this section may not be submit
30 or 812.35 of this chapter.

BBIND #6859-010

rformed under a separate investigational new drug applicz¥

mption (IDE) that clearly identifies such protocols as protpcols that

5 in a sep
same devi
ed as ame

bject is entered

before a I¢gally authorized
the clinicpl investigation is
1ily member, if feasible.

n and the|[documentation

b for at leafst 3 years after
ssible for |nspection and

rement under this section
ion (INDJ} or investigational

ay include

ate IND/IDE is
be already exists.
hdments under
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At

{f

nent 4

(e) Iflan IRB dgtermines that it cannot approve a clinical investigation because the

not meet the criteria in the exception provided under paragraph (a) of this

of other relevant ethical concerns, the IRB must document its findings and
provide|these findjngs promptly in writing to the clinical investigator and to [the sponsor o _’ the
clinical finvestigat{on. The sponsor of the clinical investigation must promptly disclose this.:[

and to the sponsor's clinical investigators who are participating or are asked
to partigipate in this or a substantially equivalent clinical investigation of the sponsor, and to

investigation does
section pr becausq

informagion to F

other IRB's that h
by that $ponsor.

BBIND #6859-010

ve been, or are, asked to review this or a sybstantially equfvalent investi‘gation
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